INTRODUCTION

P
ancreatic metastatic tumors are uncommon and account for less than 2% of all pancreatic carcinomas. [1] Renal-cell cancer, colorectal cancer, melanoma and sarcoma are the most common sites of primary malignancy. [1] Around one-third of patients with malignant melanoma develop metastases. [2] Metastatic melanoma has a poor prognosis; the median survival for patients with stage IV melanoma ranges from 8 to 18 months after diagnosis, depending on the sub-stage. Isolated Pancreatic Metastasis (IPM) is a rare event that represents about 1% of metastatic melanomas. [3] In patients who do not have a widespread disease (10-25%), [4] resection, which proved to be effective for the management of some types of cancer, such as colorectal and renal cancers, [5] is the gold standard; however, despite curative-intent treatment, survival remains poor (the 5-years survival rate is less than 10% and the median survival of 9 months). We report here the case of a patient who developed isolated pancreatic metastasis from malignant melanoma (IPMMM). Treatment by pancreaticoduodenectomy (PD) provided a prolonged survival of 6 years.
CASE REPORT
In 1989, a 29-year-old woman was diagnosed with a dorsal malignant melanoma treated by a wide R0 resection. After 4 years of follow-up (1993), she developed a local recurrence treated by resection; the analysis of sentinel lymph nodes was negative. Sixteen years after initial diagnosis (2005), she presented an epigastric pain and a 5 kg weight loss. An echoendoscopy revealed a 50 mm tumor located in the head of the pancreas, without vascular invasion and the biopsy confi rmed an IPMMM. Exhaustive radiologic staging did not reveal any other metastasis [ Figure 1a and b]. Primary chemotherapy was not delivered because of the long delay between resection of the primary tumor and recurrence and the only modest antitumor activity that could be expected with the conventional cytotoxic regimen (i.e., dacarbazine single-agent) used in metastatic melanoma. PD was performed and the histological analysis revealed a 60 mm tumor with clear resection margins. Immunohistochemistry detected the expression of protein S100, HMB45 but not of vimentin and melanA, features compatible with a metastasis of primary melanoma. Due to post-operative hemorrhage (day 7) arising from splenic vessels, the patient was re-operated and a totalization of pancreatectomy was performed. A new intervention was done at day 15 for gastro-jejunal anastomosis leak. Nineteen months after resection (2007), the patient presented a para-aortic lymph node recurrence that was treated by peri-aortic lymph node clearance [ Figure 2 ]. After both initial PD and subsequent resection of the lymph node relapse, adjuvant treatment was not proposed because of (a) poor post-operative courses, (b) potential toxicities in a patient with complete pancreatic exocrine and endocrine insuffi ciency and (c) lack of available evidence demonstrating any impact of adjuvant systemic treatment in this setting. Since 2007, the patient 
DISCUSSION
Metastasis to the pancreas occurs from a variety of primary cancers. Because IPM is asymptomatic in more than 50% of cases [6] it is usually detected during follow-up for a primary lesion. IPM is rare because most patients usually have a widespread disease at diagnosis. Approximately 1% of pancreatic resections are conducted for IPM. [7] Management of IPM is controversial, and the benefi t of resection regarding overall and disease-free survival has not been clearly established. The type and extent of surgical resection for IPM remain controversial. Because pancreas-sparing pancreatectomies are not optimal oncologic resections -with limited margins and no formal lymphadenectomy -it is unclear if they can be applied to IPM. Standard pancreatic resections, i.e., PD and distal pancreatectomy are associated, even in experienced hands, with significant post-operative morbidity and mortality and disappointing long-term functional results. The main advantage is easier lymphadenectomy. However, the usefulness of removing lymph nodes in this setting is also controversial. [8, 9] Some authors advocate standard pancreatic resections instead of atypical resection because of the risk of early local recurrence and high morbidity. [10, 11] Reported mortality and morbidity rates of pancreatectomies for metastasis are 5% and 48%, respectively. [12] Thus, resection for IPM has to be decided after balancing peri-operative risks and expected survival benefi t.
Survival after pancreatectomy for IPM is strongly related to the primary cancer type. [6] Resections in patients with metastasis from renal-cell carcinoma [7, 12] or colorectal cancer have a better prognosis than IPMMM patients. The reported 5-years survival in 321 patients undergoing resection of pancreatic renal cell cancer metastases was 72% with a 5-years disease-free survival of 57% compared to a 5-years overall survival rate of 14% for non-operated patients. [13] It has been suggested that completion of resection directly impacts on survival of IPMMM patients after pancreatectomy. [14] Furthermore, survival of patients undergoing complete surgical resection for IPMMM seems higher than that of patient receiving non-surgical treatments. [4, 7, 12, 14] The median survival and the 5-years disease-free survival of patients with complete resection of IPMMM is 24 months and 50%, respectively, while their 5-years survival rate is 0% when resection is incomplete. [14, 15] Even though previous data are derived from retrospective and potentially biased non-controlled studies, they are consistent with the marginal activity of chemotherapy alone in this setting. [16] Thus, dacarbazine, the only cytotoxic agent approved by the Food and Drug Administration in metastatic melanoma, provides a response rate of 7-12% and a median overall survival of 5.6-7.8 months after the initiation of treatment. [17] Higher response rates can be achieved with some combination of cytotoxics, but these combinations have failed to improve overall survival.
Experience with pancreatic resection for IPMMM is limited and controversial. It is important to emphasize that surgery has to be performed only when a complete resection is possible. Thus, pre-operative exhaustive staging is needed to confi rm both the absence of local invasion of major vasculature and the absence of distant metastasis. Positron emission tomography scanning seems to have a higher sensitivity and specifi city than conventional imaging for detecting metastasis from malignant melanoma. [18] The need of histological diagnosis before surgery is seldom necessary. Percutaneous fine-needle biopsy is needed especially in unresecable patients to use chemotherapy. However, staging of the disease should not preclude a meticulous examination of the medical history of the patient: A long disease-free interval after treatment of primary malignancy is strongly related to improved outcome. [1, 7, 12] Major advances in systemic treatment of metastatic melanoma were recently reported. Thus, ipilimumab, a monoclonal antibody that blocks cytotoxic T-lymphocyteassociated antigen 4 on lymphocytes, was shown to improve overall survival in advanced disease, either alone in pre-treated patients or in combination with dacarbazine in fi rst-line setting. [19] In addition, vemurafenib, a v-raf murine sarcoma viral oncogene homolog B (BRAF) kinase inhibitor, signifi cantly increased rates of survival over dacarbazine in patients with previously untreated BRAF V600E-mutated metastatic melanoma (40-60% of melanomas). [20] Whether or not these innovative approaches, either alone or in combination with aggressive surgical procedures, have the potential to improve outcome in IPMMM remains to be determined.
The rather successful management of this new case of IPM melanoma favors the choice of a surgical act.
